/ (i2mi4'mA£i|s(|(=S-:5i\-c&Ba$tifc5ieU)IiB 



(19) 



(43) 



IB 




2004 ^7 ^ 1 a (01.07.2004) 



PCX 



(10) SPg-il^BBS^ 
WO 2004/055095 Al 



(51) W&^^^^^x 

73/10, A61L 15/32, 27/22 



(21) Btemiiis^: 

(22) SESUfiiB: 

(25) StKtUliKDWS: 

(26) @ES^^a)Wl§: 



C08G 69/40, 69/4S, 



PCT/JP2002/013063 



(NAKASHIMAjYoshikazu) [JP/JP]; x 470-2345 giai!ft 
a^'SBKMfflr^BF^S i/V hUaS2 5-^SAichi 
(JP). dbU 21 (KITANO^hlgeru) [JP/JP]; t 140-0015 
SaSaJIIES^#4-1 3-1 3 Tokyo (JP). 



2002 ^12 13 B (13.12.2002) (74) ftS A: jS# - , ^(SAKAI^^ime et al.); t 102- 

0083 mS«BT^«BaESlHr STB 7Sifif||pies# 
Br T B R If ;U Tokyo (JP). 



(81) *i^@(l|p«g): US. 



(71) a]iiA(3lfcS$BI^<±X<©«^gl=•^L^T): H*aBi *S^B(l£«): a-P •y/<^it(AT,BE,BG.CH,CY, 



t*SC^ctt (NOF CORPORATION) [JP/JP]; =f 150-0013 
m.VcM 4TS20S3# Tokyo (JP) 



CZ, DE, DK. EE, ES, H, PR, GB, OR, IE, IT, LU, MC, ML, 
PT, SE. SI. SK, TR). 



= (72) fgW#;fc<fcOJ 

= (75) 5BBa«/miiiA (*ajcoLXT(Da>): » — S»iS2«&» 

S (OGURA^tsuhiko) [JP/JP]; =f 300-0813 tgE 

s » ±5Sm S±(S 1-8-2 1 Ibaraki (JP). BB* e 2 X^zi- KSO^ftScOBSiilCOLNTIi, $*t4 

= CPANAKA^hlnji) [JP/JP]; =r 305-0045 ^ «K K '&/'CT:tf1f hro^SlctlK^tLTL^^ Tn-KtBSS 

S O < liifi 4SH 2-15-5 IbaraU (JP). 4i a SIP (D^f-f $f - h J $#f{|. 



IT) 

ON 

I/) 
IT) 



o 



(54) Tifle: POLYMER, BIOABSORBABLE MATERIAL AND FILM FOR PREVENTING TISSUE FUSION 

(54)«M(D««i: tK'Jt-. ±f*rti»JDl14*t«JitXia»ft«|»itlB 

(57) Abstract: A novel A'-B-A^ type polymer useful in preventing tissue fusion which has an excellent bioabsorbability (i.e., disap- 
pearing within a definite time even in the case of being embedded in a large amount in vivo) and favorable mechanical characteristics 
and has a number-average molecular weight of from 10,000 to 100,000. This polymer consists of segments A' and A^ having at least 
one of a modified amino acid group and an unmodified amino acid group and another segment B comprising PEG of a number-av- 
erage molecular weigh of form 8.000 to 50,000. This polymer contains both of the modified amino acid group and the unmodified 
amino acid group. The content of the modified amino acid amounts to 20 to 85% by mol based on the total amino acid content in 
the polymer. The segment A* attaches to one end of the segment B while the segment A* attaches to the other end thereof. 

(57) 

mj::f3^&^!^^^ir^mmmmm±mm\:imm^i:m.^i^^m^ ioooo~iooooo 

% J W^(0^>n: < t ife-^^-rS-fe^;^ V h A^Rt^ t . Wc^i^-^'^t 8000— 

50000 <D FEG ^ f ^ ^ h B t^^h^^j:^, ^^Ky-^— fi> 'f^r?y^:s. 

% y m<D^^m^i^ 20—85 «9 , -k^^ h B <D— stJi-^^pi > h A\ m 



wo 2004/055095 PCT/JP2002/013063 

1 

mmm- 

m^^. ^m^m^im^^mm(Dmm^m±'r^fcmmmm±mia^. ^^^^ 

A-B-AMcohy^a5/i^=7Ky-=r-i:bT. > h B ^^U>'^ 

V =i-/K -fei/pi b B COMET'S) ^-fet^^V >- h A;dS, - 0 ^^>i^Jl'.I^T:^^</V' 
T-h(.&.T. PBLAtB&-r)Xfi2Hy-y--<>-^/^.L->//Wi5'p«--.h(iJ;LT. PBLG i:|i§: 
^ y mmxh 5 y e>tbTV^5 (WOOO/77I6O2 -^x'?>'>' W 

mmmmt^it^^m<. i^\^i-:kAicmAVfcm^^ mmm\^^izLm^i.ti:\^^m^ 

•fe/H3— i!^))^Zfn=7^ If^-fe/u-n— ^yfL^s sKy ^y =i— /V'^:^. 



wo 2004/055095 PCT/JP2002/013063 

2 

^^miz^tiit. ■^mm^mmmicx ^^^titcimr ^ ywtmRxj^'^^ibi^ 

^mm-B-t^ 20-85 ^/l-roTfe 9 . m:^V^-(Dm^m^M7!>^ lOOOO-lOOOOO T'fe 

m4i-±^ mmm i iz^^^x^^:^tifc7iF:mmK^^i)^^^v^-^m\^^ximi,tcm 
^^m<oA'-B-Am:^v-^-it^ (fi^m^m(D^v ^^ui^i^v =2-M&^T. peg 



wo 2004/055095 PCT/JP2002/013063 

3 

1^ A^^S^-a-bfcm^^^H^* 10000-100000 (Ozfu iy^^V^—X^h^, 
^^>ht ^X(DmmT^y^(D^mm^}-i.2O^85mol%.0^ b< «30-85mol%. 

^i-si:f*. ^^^>^h A'jLnA^<D-:^mmT^ymm(D^f>-htj:^m^. 

Rxjf^A^(D^^m%m—xhMti:^x\f^xh^\f\ 

f^mi^mmit.m:^. v •^-^mv^xmm^^tifc^moo^mvt-^mmi^xoxmfj^^afK 
^i^mmi\si^nxm^-r^'^x<Dmmi>K ii^2 0~i3iRg, j:?)^*l<«3-6 

mmm±m(Dm^\zn. ^i^mms^^^tixm^-r^^xo^mmnK 3-6 ^m. 



wo 2004/055095 PCT/JP2002/013063 

4 

M> i//v>5r^v^, ±V>. h^^:t-ly^ ^nv-V, i^^T^^^-, y iX^-. t:;^^iP 
(D^mmtVXit. m:k.tt. ^^/w^. ^^/WS. l/atvu^, ^yyu}fjvm. n- 

^^/i^^. s->^^/v^, t-y^^/u-s, ^^1^5-18 (om.mi>v<it^i^(Dmmmmx 
ttm^m^fi?>^^'^mm:d^T^ymxi-i^^m(Dm^(D^mmtvxii^ k 



wo 2004/055095 



PCT/JP2002/013063 



5 

Glu-Na h^-tX ^(4)lC^$tl.Si8--<Vi^/V'T^^«?7^:/^(OT. BLA h^-^X 



H H O 
N-C-C-OH 

I I (1) 

H CH. 



-2 



H-C-H 
0=C-0-CH, 



H H O ^ 

I I II 
N-C-C-OH 

I I (2) 
H CH2 

H-C-H 
I 

0=C-OH 
H H O 
N-C-C-OH 

I I (3) 
H CH2 

I 

H-C-H 
I 

0=C-ONa 

H H O 
I I II 
N-C-C-OH 

I I (4) 

H CH2 

0=i-0-CH2H;^^ 

H H O 
I I II 
N-C-C-OH 

I I (5) 
H CH3 

I 

0=C-OH 



wo 2004/055095 PCT/JP2002/013063 

6 

H H O 
i • " 

N-C-C-OH 

I 

0=C-ONa 

Am^V^-CDWc^i^^^mzMVX. ii^ 20-70%. M*b<« 25-65%. 
m^V<ft 30-60%©|^5,S*&5H^fi-^fe S„ IJflS^ y ^ ^ ^O-a-tf 

v^TmML:^c^^o:;^^6^5i^^s::f:^^^;^.^e)}^g^ ^ 70%^^;^^ tWS. 

tt5^y-^-^ffiV>T^-t-5Jli^(^;^^6t#tt^^0{c^Sfcfe{c. mm 2000- 
70000. 0*L<« 3000-60000. #{C^f*b<« 4000-40000. Hfc0*b<« 
6000-14000 T'fe V) , ir^,^ >^ h A^Xf^^V h A^^^^f^^^c^^y T ^ / 
^<55m¥*lJ5>^^»f*. mm 1000-35000. iif^\^<\t 1500-30000. #}^0^L< 
it 2000-20000. U < « 3000-7000 Xh?>, 

m-t^ PEG dS^^T't So 
tul3-fe^^ h B <^)^^*U^^*«, #e>tb§;4^^^<^:^y ^^tr^V>TmM-r5 

8000-50000. L< « 10000-30000. L< «: 11000-20000 t-f^^^ 

wit^^^o i^hB (Dmw-^^Mi>t sooo ^mxi-i+^fj^mmm^tim< . 
50000 trm^^m^it. ^(Dm^xh^ peg (Dmmm< ^j:^mmi)mmxh^^^ 

^vhA^xf^A^^o^^j^/^tcRs^^tL^Siv^ :mm(D^V'^-^^ ±mzMvx 
mmmm^^fi^^m\c^-r^Wr^^ ^^^^^^ ^i7)xm^ti^^'V'^-7!,mi^ 



wo 2004/055095 PCT/JP2002/013063 

7 

H H O H H HOHH 
H-(N-C-C) -N-(d) ^-(CH3-CH30) -(CH^ ,-^(cyc-h) (7) 
R H I 

t±iif^ V h A^xit A^_t(Df^^m(D^^u>m(Dmy)T^vm-r^hox. 0^ u< 

-1200 (omkxh^o ^mm(D:^V'^-Km^x. 0* UV^S#^^. ^iVX^^fl 

T^/m^m-r^ peg k nca ^M^#;&om^$i3:, ^ h b (Dm^ium 

-^^-f-^ XS(X) ^ . ^ A-B-A V -r-^, T/l^;& y J: S;&P7K^> 
(X)^c^V^^ PEG NCAo^n*. M.mziMCOi^^if^'^^;^^ h Aib^ 

t^nBx^(K)^^:*5v^T. A-B-AM^Ky -^-f*, i^wLffu^<D-mmm-m^&<D^ 
iwcr%ym^^-r^ peg ^m\^\ <2f^<^;^^^{c !5p^^ttfcgFfM(?5 nca 
ii^ 2o~50'c^c4ov^T 6-36 ^PbI. <^(omnmm-^^'^^^m\z. 



wo 2004/055095 



PCT/JP2002/013063 



8 

^ V (Dmuam^mmu o-6o°c^^*5v^T o.i~i ^p^, ^mmsjt^^^^^ 
:^^m(o±.^p^mLmimt. ^^m(o^))-r-<Dm^. ^m^j^^s^x^wp^m.^. 

^^^ir<^(D:^])'^--m<Dm<D^^nmm.'^V'^—^^m\^X\^Xh^\i\ ^LCD 
J: 5 ^m<D^i^J^m,!^^:^V-^—t VX^s m^^. PBLA-PEG-PBLA hV^u^y 
^riTKy-^— ^ PBLG-PEG-PBLG h y iT'n =i7Ky ri^w- 

(ox^tmim}^. mm. ^vmK:^\>^xB:mf3:ti^mmmt=tj^wm^m-r^o 



wo 2004/055095 PCT/JP2002/013063 

9 

S^T ^ / nmzMir^\mT % J m.<0^^\-^tK 20-8511101%, m\Z. 30-85mol%. 

•mm\ 

<^H-NMR (om^:^(X)> 

mm : ^:^m^mm. JNM EX270, : D2O(0.5N NaOH ^^H). tm^W • 

H2O(4.70ppmX 

< ^H-NMR <^^ia^:;^(2) > 



wo 2004/055095 PCT/JP2002/013063 

10 

^ : G^m^mm. jnmex27o. wm DMso-de. so-c. f^^m ■■ 

DMSO(2.62ppm)„ 

^y-v^5oomg ^ ioox:\zmmL.tc^mmizm^^ 3 i^mmt^^ft^. loMPa 

:^y-r-500mg ^ 5iiil O^kp^ ^V^fc^^fc^^^^^o ^(D^V-r-mmt: 

mmm±^it^ ^-r., 7 mM<om^matax9^y h <Dm^msmu^ 3-0 m^x 
mmm±mi%)= mmm i.y^m=mm^ v +mmm d) x 100 



wo 2004/055095 PCT/JP2002/013063 

11 



mm^m^:^:^^m^T. m^^^r^ym^mt^ PEG(2oooog/inoi)i.og ^ 

7K^^(i^T. BLA-NCA t Pt&-r)800mg(PEG izM LT 64 mm)^M^ft. 1 

^^^m\^i^vitmc^ muT^^v^-jei^u ^mmi¥^mvmu mmm.mv 

^:/n 5/ = 3jf y ^^i.og ^^J^ o n lOml i^WmM^^s 0.43 M^<D^mt 
•ThV 0.78ml ^^nUfCo ^^-T? 10 ^m^s^^fcm^, i?^ y^u fcVU- 

A^-B-A^Mc^ PEG-P(BLA,Asp-Na,Asp)7K V -r-^^^, 

1 iz^-t, 
[^H-NMR (Dm^] 

m& 'H-NMR <Dmm^ma)\cm\,\ ^^tltc PBLA.PEG.PBLA«3t©^n ^y^ 
='^y-^-^tJ«PEG-PCBLA^p.Na,Asp)#y-^-<^ ^H-NMR ^MI^Lfc. M#o 

\t ^H-NMR © 3.6vvmRX^ 7.3ppm ^^t'-:^®^^^V^T^■^BLA^i^^^e>fCo 
BLA^fi(%)= [PEG.P(BLA,Asp-Na^p):^y -^^<?5^^BLA^^A^.B-A^M 

:^0>;y^3 7Ky-?w-^BLA^-a'»] X 100 

m^nti:^v^-'P<D±T^ym:^mi\cM-r^ bla-^*^^ i {^i^^-^ ^^^^ 

PEG-P(BLA,Asp-Na,Asp)jK V -^—(D ^H-NMR h 7 A^^g) 1 o 

^K^J; 5 fC^^Lfc PEG-P(BLA,Asp.Na^p);J^y •^-^^V^TMl5^^l^®ll5I 

^!^;^©M!^|^^PEG.P(BLA,Asp-Na.Asp)7}f y -^^o.^ ^^SAU 



wo 2004/055095 PCT/JP2002/013063 

12 

t T/u-a h y A ^/i^-fe/Pn -;=^ ^ ^ 2 : l(^/PJt)-^ 

(Di/— h 4 (j:, rfJ|R(D t T/wn Na- CMC 

PEG j^T^tcr ^ y^^J^-f S PEG(11000g/'mol)i: h y 

1.86ml h \^fz.y>k^nmm l ^lRl«(Z)^f^^fTV>, pbla-peg-pbla 
n 5, ^ :^ y -^-^U? A^-B-A^M(^ PEG-P(BLA,Asp-Na,Asp)7K y -v-^#fc„ 
#P.tl.fc^#y-=^-^^V>-Cs ^JfeMl iil^aiC^^p^iH^fiOiU^^ ^H-NMR 

i|Xttf^;^<^^;^^EI 2 #ic¥^5>^^*. BLA^SS:U^*BSih^(755^;^^|fe 1 
^jfe^il 3 

BLA-NCA ft^ PEG (ci^bT 100 TK^'fb^ h y J^^O-^*^ 

1.80ml h \.tL^J.mt.'mm\ 1 i:l^=mo^f^^fTV>, PBLA-PEG-PBLA :^5tOD>^n y 
^ jj^y -^-^IF A^-B-A*M<^> PEG-P(BLA,Asp-Na^p)2Ky ^-:Sr#fc„ 

#e>tvfc^7Ky-^-^ffiv>T. mmn h^m.\cmi^'m^^'^(Dm'^^ ^h-nmr 

<dM^, BLA-^icT^^tH^ ^#:[^S^i!5ittix-h(^fmS:-a«#Ki^^fTofCo :^#:|^^ 

2 tc, #^^*^5H^», BLA^fi5:tm*E5ii:^03^;^%3gl 



wo 2004/05S095 



PCT/JP2002/013063 



13 

BLG-NCA tmir)^m\^^rc&.mtmmm i tmm(Dmj^^m\ pblg-peg-pblg 

«3t<D:/n •>,^:^V '^-mj^A'.B-A^m<D PEG-PCBLG,Glu-Na,Glu)2K V •^-^#yb„ 

1 -V^^Vit PBLA-PEG-PBLA«3t<3^:/n -^^^v -^-^m^^^x^i^^mi 
PEGirbT^ M^ffitCT^ /S^^fS PEG(4000gymol)^^V\ BLA-NCA 

-^ffi*^ i.74g(PEG i^^LT 28 mA)t \^fc&.m-tmmm i trnmi^ pbla-peg- 

PBLA m^(Dzfu y :^ = y *#/Co 
PEG i: bX. M^^SJJIT^ >/^Sr^i-5 PEG(11000g/'mol)^,^V^^ Ti^mit-T h V 

^j>>mm<Dmsmi^ 3.34mi tvfii&L^iammm i tmm\^<Dmj^^m\ pbla- 

PEG-PBLA m^<0':fu ^y^i^x) -H'— ^tJ? A^-B-A^ mo PEG-P(BLA,Asp • Na^p)2K 
#e>tl.fc PEG-P(BLA,Asp-Na,Asp)/K y ■^-^>^V^-Cll»j 1 hi Wmc^^tm.^ 



wo 2004/055095 PCT/JP2002/0 13063 

14 

^m^t-r h V ^j>^mm<7mm&^ o.26mi t Lfc&.mimmm 1 1 mm\-<Dm^^ 

Na,Asp)7K V -^—^mtc. 

i^mm 6 

if:m<D fc T/un >'m Na- CMC v^T. 1 1 mmi^mmm^P^m^n^tco 



wo 2004/0S5095 



PCT/JP2002/013063 



15 



^1 

■ O 

o 
o 



^1 ^ 



CO 



oo| col ^\ 



ool ool ^1 



S § 5 Nh 



ooj eqj ^1 



00 



o 


o 


o 


o 


o 


o 







o 



O I O I O I I I I I 

S S ® 5S w 2 52 

cot ' ' ' ' ' 



^1 



CO 
^1 



o I I I I I I 



o|Ol 
of 



»0| i-r| CS! /L/l 



o 
o 
o 
o 



■^1 «d| oi oi '^l 

551 1 



Q 



I* 

el ©I 



so 
■i - ■ 



1 el ^1^*1 



wo 2004/055095 PCT/JP2002/013063 

16 

T'ffiV^ycl J: 5 ^J: PBLA-PEG-PBIA zfu ^y^c^^v^-i^- y hcomm^Z^ 
M.Xh^o 

^fc. ifsm.(D t T/vn Na • CMC f,m< xm^^^umxh^^m^mm-t^mi 



wo 2004/055095 PCT/JP2002/013063 




W^¥-^^^m. 8000-50000 <D:^V=^^U>^^V =^-/]^i)^htj:^±^^ l^hB tt)^ 

-^(O-^T % /^IC^S^^T ^ JW<D^^n^t^ 20-85 ^/W%T'fe ^) . ^ 
y -x'— C0|^^:^:$^^4;as 10000—100000 A^-B-A2M>!J^y o 

»<Z> 20-70% l?fc5|t^<Z)^a 1 A^-B-A^M^y „ 

n-^^^/U-S, t.>^^7^^, T-fe^/t'S. :/n -O'i^'/V^, 

-<>'v?7V:^drv';^7/W/}t^:=/PS, o-::^ h n :7^=/^X/l.:7^=/^^^ ^^^4-18 (O 

mmmmBca^mw.A:'--\d>mmkti^hf^:^mi. ^wsi.-^f\.^m-^(o^m a^-b- 
b-a^MjjK y -r— „ 

6)n^(D^m 1 <o A^-B-A^m^v -r—^^t^^i^p^mi^sLmt^o 
am^i^^i^ti^^T ^ J mmm-r^imT ^ ym(D^mm^ib^ 2o-85moi%T' 



wo 2004/055095 



PCT/JP2002/013063 



1/3 



®7 















ppm 


"•^^ 1 ' ' ■ - 1 ' « ■ 

9 8 


, 1 i 1 -v » ^ . . , , 1 . 

7 6 5 


4 


3 2 10 



INTERNATIONAL SEARCH REPORT 



A. C3LASSIFICATION OF SUBJECT MATTER 



International application No. 

PCT/JP02/13063 



Int. CI' C08G69/40, C08G69/48, C08G73/10, A61L15/32, A61L27/22 

Accoiding to Internatio nal Patent QassificaUon (IPC) or to both national classification and IPC 

B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification svmbols) 
Int. CI' C08G69/40, C08G69/48, C08G73/10 



Jit^^X'nln Koho '^^aTTJ^^^ ' ^'^"^ ""^ ''""""^"^ ^ '"'^'"'^^ '° »he fields searched 

Jxtsuyo Shinan Koho 1926-1996 Toroku Jitsuyo Shinan Koho 1994-2003 

Kbkai Jitsuyo Shinan Koho 1971-2003 Jitsuyo ShinL Toxoku KbhS 1996-2003 



^"c"? f i'!!i°,^^"'^t,onal search (na me ot data base and, where practicable, search terms used) 

I CA(STN), REGISTRY (STN) , JOIS(JICST FILE) "»u«:a^ 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



E,X 



ataUon of document, with indication, where appropriate, of the relevant passages 



JP 2002-371131 A (NOP Corp.), 

26 December, 2002 (26.12.02), 

Claims 

(Family: none) 

WO 00/71602 Al (NOF Corp.), 
30 November, 2000 (30.11.00), 

Claims 

& EP 1203784 Al 

Shinji TANAKA et al . , "Polyethylene Glycol Middle 
Segment to suru Triblock Kyojugotai no Gosei to 
Bussei", Polymer Preprints, Japan, Vol.51, No. 10, 

?Vf,:^f'''^ocy^°^ Polymer Science, Japan, 2002, pages 
ZoXo to 2516 



Relevant to claim No. 



1-8 



1-8 



1-8 



[X] Further documents are listed in the continuation of Box C. Q See patent family annex. 



Special categories of cited documents: ' 

document defining the general state of the art which is not 
considered to be of particular relevance 
"E" ^riier document but published on or after the intemaUonal filinfi 
date 

document which may throw doubts on priority claim(s) or which is 
crted to establish the puWication date of another citation or other 
special reason (as specified) 
"Cr document referring to an oral disclosure, use, exhibition or other 
means 

document published prior to the international filing date but later 
than the pnority date claimed 



later document published after the international filing date or 

pnonty date and not in conflict with the application but cited to 
undeistand the principle or theory underlying the invenUon 
X document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

"Y" document of particular relevance; the claimed invenrion cannot be 
considered to involve an inventive step when the document is 
combined with one or more.other such documents, such 

u o » ^^o^^^'nation being obvious to a person skilled in the art 
& document member of the same patent fiunily 



Date of the actual compleUon of the international search 
27 February, 2003 (27.02.03) 



Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 



Date of mailing of the international search report 
11 March, 2003 (11.03.03) 



Authorized officer 



Telephone No. 



Fonn PCT/lSA/210 (second sheet) (July 1998^ 



INTERNATIONAL SEARCH REPORT 1 intemauonal application No. 1 

PCT/JP02/13063 1 


1 C (Contini 


jation). DOCUMENTS CONSIDERED TO BE RELEVANT 1 


1 Category* 


Citation of document, with indication, where appropriate, of the relevant passages 


Relevant to daim No. 1 


A 


JP 4-507101 A (Serbio), 

10 December, 1992 (10.12.92), 

Claims 

& EP 472670 Al & uS 5225532 A 


1-8 

1 


torn I'CT/lbA/ZlO (continuaUon of second sheet) (July 1998) ' 





^^^^ smmm^^ pct/ j P02/13063 



A. ^m<Dm-r^^m<r>^^m mwMff^m ( i p o ) 

Int. CI' C0 8G6 9/4 0. C0 8G6 9/4 8. CO 8G 7 3/10. A6 1L15/3 2. 
A61L27/22 



mm^n^tim^mmm- m^<f^n^m dpo > ■ 

Int. CI^ C08G69/40, C08G69/48, C08G73/10 



B^mmmmm^j^n 1926-1996^ 

ny^m^^mmmmm^^m 1971-2003^ 

Q^^m^mmmM'Skn 1994-2003*^ 

B:^mmmmmmm^ 1996-2003^ 



^CA^STN)^^*^^""^"^^^ ^^'-^^-^<^^^^^ m^ic^i^tcmm) 

REG I STRY (STN) 

J o I s ( J I c s Tm^mmxwi^' r-r^i') 









EX 


JP 2002-371131 A (B:^mmm^^m 2 0 0 
2. 12. 2 6, #Wlt^(^f5ffl (:7r$y-7^jiU) 


1-8 


A 


WO 00/7 1 6 02 Al (G:^mmm^^m 20 0 0. 1 
1. 3 0, #fpfi^(^^ffl 
& EP 1203784 Al 


1-8 


A 


v-^u^y^ ^m^i^cD^}^ t M^^^^'j^mm. 51^10 

■i-x rti5>^^^#x 2002^ p. 2515 — 2516 


1-8 



H^L < »m«)#SiJ;fcaS«:?fli:i-syh«>jj:§|ffi-t-S 



2 7. 0 2. 0 3 




^■^mwrnf (I sa/j p) 

0 0-8 91 5 

:S:MtP=FftffllE:fii*sgiHTB 4#3-f- 


mis#-f- 0 3-3 5 8 1-1 1 olr V 


4 J 


3 0 4 1 


3455 



«s:pct/i SA/2 1 0 (^2-?-':^) (1998^7^) 



<Dmm<Dtcmz.3\mi-?>-h(D 
rxj mmm(D$}^xmiXh^x. ^^xm(D^x?&m 

±<oxMt<o. ^m^i:ctox^mxs>i>m'^'^\c 

r&j m—''<T>hyr^D—XM. 



m^mm^-^ PCT/JP0 2/1306 3 



c m^) . 



JP 4-507101 A (-fe/Hf^) 1 9 9 2. 1 2. 1 0, 



& EP 472670 Al 
& US 5225532 A 



1-8 



fil^PCT/I SA/'2 1 0 (m2^-i^<Dig^#) (1 9 9 8#-7^) 



